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DETAILED ACTION 
Claims 1 - 53 are pending in the current application. 

Election/Restrictions 
The Markush groups set forth in the claims include both independent and distinct 
inventions, and patentably distinct compounds (or species) within each invention. However, this 
application discloses and claims a plurality of patentably distinct inventions far too numerous to 
list individually. Moreover, each of these inventions contains a plurality of patentably distinct 
compounds, also far too numerous to list individually. For these reasons provided below, 
restriction to one of the following inventions is required under 35 U.S.C. 121, wherein an 
Invention is a set of patentably distinct inventions of a broad statutory category (e.g., 
compounds, methods of use, methods of making, etc.): 

L Claims 1 - 15, drawn to photocleavable compounds of general formula A - L - 
PR - AL - PRG and A - L - PR - AAL - PRG, as depicted in Claim 1 and 
Claim 8, respectively, classified in class 424, subclass 1.69; class 435, subclass 
7.92; class 562, subclass 450; and other classes and subclasses, 
n. Claims 16 - 19, drawn to photocleavable compounds of general formula A - L - 
PR - AAL - AL - PRG andA-L-PR~AL - AAL - PRG, as depicted in 
Claim 16 and Claim 18, respectively, as classified in class 424, subclass L69; 
class 435, subclasses 7.1 and 7.92; class 562, subclass 450; and other classes and 
subclasses. 
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in. Claims 20 - 30, drawn to compounds of the general formula 

R 




and 



CDOH 




as depicted in Claims 20, 24 (as corrected by applicant), 28 and 30, respectively, 
classified in class 548, subclass 304.1, and other subclasses. 
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IV. Claims 31 - 39, drawn to a process of preparing the intermediate product Biotin - 
L - PR - AL (as depicted in Claim 31), and the intermediate product Biotin - L - 
PR - AL - AAL (as depicted in Claim 32), classified in class 548, subclass 304 J; 
class 435, subclasses 7.1, 7.92; and other classes and subclasses. 

V. Claims 40 - 50, drawn to a process of preparing the intermediate product Biotin - 
L - PR - AAL (as depicted in Claim 40), and the intermediate product Biotin - L 
- PR - AAL - AL (as depicted in Claim 41), classified in class 548, subclass 
304.1; class 435, subclasses 7.1 and 7.92; and in other classes and subclasses. 

VI. Claims 51 - 53, drawn to a process of preparing a population of "protein- 
photocleavable compound conjugates" from a mixture of proteins and 
photocleavable compounds of formula A-L-PR-AL - PRG, A - L - PR - 
AAL-PRG, A-L-PR-AAL"AL-PRG,or A-L-PR-AL-AAL-PRG 
(as depicted in Claim 51); a process of preparing "peptide photocleavable 
conjugates" by proteolyzing the protein conjugates, immobilizing the products 
upon a solid support, and subsequently releasing free peptides by electromagnetic 
radiation; and analyzing the resulting peptides by mass spectrometry; as classified 
in class 436, subclasses 120, 173, 177, and other subclasses; class 435, subclasses 
7.1, 7.92 and other subclasses; class 530, subclasses 391.5 and 812; and in other 
classes and subclasses. 
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In addition to an election of one of the above Groups, restriction is further required 
under 35 U.S.C §121 as follows: 

In accordance with the decisions in In re Hamisch, 63 1 F.2d 716, 206 USPQ 300 (CCPA 
1980) and Ex parte Hozumi, 3 USPQ2d 1059 (Bd, Pat. App & Int. 1984), restriction of a 
Markush group is proper where the compounds with the group either (1) do not share a common 
utility, or (2) do not share a substantial structural feature disclosed as being essential to that 
utility. In addition, a Markush group may encompass a plurality of independent and distinct 
inventions where two or more members are so unrelated and diverse that a prior art reference 
anticipating the claim with respect to one of the members would not render the claim obvious 
under 35 U.S.C. §103 with respect to the other member(s). 

For this reason, if Group III is elected, a further selection of a single compound must 
be made by choosing a specific chemical entity for variable ^PRG^ (Protein Reactive 



14 A, compound 8); or any one of the compounds corresponding to the elected generic structure 
which is found in Figure 12 or Figure 14A - 14F (Sheet 12 and Sheets 14-19 of the 
Specification). 

In the instant case, upon election of a single compound, the Office will review the claims 
and disclosure to determine the scope of the independent invention encompassing the elected 
compound (compounds which are so similar as to be within the same inventive concept and 
reduction to practice). The scope of an independent invention will encompass all compounds 




Group). A suggestion would be to select "PRG" as 



(Specification at Figure 
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within the scope of the claim which fall into the same class and subclass as the elected 
compound, but may also include additional compounds which fall in related subclasses. 

Examination will then proceed on the elected compound and the entire scope of the 
invention encompassing the elected compound as defined by common classification. A clear 
statement of the examined invention, defined by those class(es) and subclass(es) will be set forth 
in the first action on the merits. 

Note that the restriction requirement will not be made final until such time as Applicant is 
informed of the full scope of compounds along with (if appropriate) the process of using or 
making the compounds under investigation. This will be set forth by reference to specific 
class(es) and subclass(es) examined. 

Should Applicant traverse on the ground that the compounds are not patentably distinct. 
Applicant should submit evidence or identify such evidence now of record showing the 
compounds to be obvious variants or clearly admit on the record that this is the case. In either 
instance, if the examiner finds one of the inventions unpatentable over the prior art, the evidence 
or admission may be used in a rejection under 35 U.S.C. §103(a) of the other invention. 

All compounds falling outside of the class(es) and subclass(es) of the selected compound 
and any other subclass encompassed by the election above will be directed to non-elected subject 
matter and will be withdrawn from consideration under 35 U.S.C. §121 and 37 C.F.R, §1. 142(b). 
Applicant may reserve the right to file divisional applications on the remaining subject matter. 
The provisions of 35 U.S.C. §121 apply with regard to double patenting covering divisional 
applications. 
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Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 C.F.R. §L48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 C.F.R. 
§1.48(b) and by the fee required under 37 C.F.R. §1.17(i). 

If desired upon election of a single compound, applicants can review the claims and 
disclosure to determine the scope of the invention and can set forth a group of compounds which 
are so similar within the same inventive concept and reduction to practice. Markush claims must 
be provided with support in the disclosure for each member of the Markush group. See MPEP 
§608.01(p). Applicant should exercise caution in making a selection of a single member for each 
substituent group on the base molecule to be consistent with the written description. 

Rationale Establishins Patentable Distinctiveness Within Each Group 

Each Group listed above is directed to or involves the use of compounds which are 
recognized in the art as being distinct from one another because of their diverse chemical 
structure, their different chemical properties, modes of action, different effects and reactive 
conditions (MPEP §806.04, MPEP §808.01). Additionally, the level of skill in the art is not such 
that one invention would be obvious over the other invention (Group); i.e., they are patentable 
over each other. Chemical structures which are similar are presumed to function similarly, 
whereas chemical structures that are not similar are not presumed to function similarly. The 
presumption even for similar chemical structures though is not irrebuttable, but may be 
overcome by scientific reasoning or evidence showing that the structure of the prior art would 
not have been expected to function as the structure of the claimed invention. Note that in 
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accordance with the holding of Application of Papesch . 50 CCPA 1084, 315 F.2d 381, 137 
USPQ 43 (CCPA 1963) and InreLalu, 223 USPQ 1257 (Fed. Cir. 1984), chemical structures are 
patentably distinct where the structures are either not structurally similar, or the prior art fails to 
suggest a function of a claimed compound would have been expected from a similar structure. 

The above Groups represent general areas wherein the inventions are independent 
and distinct, each from the other, because of the following reasons: 

Group I and Group n are related as the photocleavable compounds of general formula 
A-L-PR-AL - PRG and A - L - PR - AAL - PRG and the photocleavable compounds of 
general formula A - L - PR - AAL - AL - PRO and A - L - PR - AL - AAL - PRG, 
respectively. The compounds of Group I do not contain the "third linker" group that 
characterizes the compounds of Group n. Group I and Group n therefore represent families 
of compounds with diverse chemical structures, which are presumed to have different chemical 
properties, and are separate and distinct inventions for which restriction is appropriate. 

Group I and Group HI are related as photocleavable compounds of general formula A - 
L - PR - AL - PRG and A - L - PR - AAL - PRG and compounds of general formula 

R 

I ; 

^HN— CH— C— t-NH-CCH^-NH-PRG 




, etc. (as shown 



in Group III above). The scope of Group I encompasses compounds having chemical 
structures and properties which are different, and diverse, from the compounds within Group 
ni; the two Groups are therefore separate and distinct inventions for which restriction is 
appropriate. 
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Group I and Group IV are related as photocleavable compounds of general formula A - 
L - PR - AL - PRG and A - L - PR - AAL - PRG and a process of preparing the intermediate 
product Biotin - L - PR - AL (as depicted in Claim 31), and the intermediate product Biotin - L 
- PR - AL - AAL (as depicted in Claim 32). The scope of Group I encompasses chemical 
compounds which are different from either of the two intermediate products produced by the 
process in Group IV; the two Groups are therefore separate and distinct inventions for which 
restriction is appropriate. 

Group I and Group V are related as photocleavable compounds of general formula A - 
L - PR - AL - PRG and A - L - PR - AAL - PRG and a process of preparing the intermediate 
product Biotin - L - PR - AAL (as depicted in Claim 40), and the intermediate product Biotin - 
L - PR - AAL - AL (as depicted in Claim 41). The scope of Group I encompasses chemical 
compounds which are different from either of the two intermediate products produced by the 
process in Group V; the two Groups are therefore separate and distinct inventions for which 
restriction is appropriate. 

Group I and Group VI are related as products and a process for using the products. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h). In the instant case, Group I represents photocleavable compounds 
of general formula A-L-PR-AL - PRG and A - L - PR - AAL - PRG, and Group VI 
represents a process of preparing a population of "protein-photocleavable compound conjugates" 
from a mixture of proteins and photocleavable compounds; a process of preparing "peptide 
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photocleavable conjugates" by proteolyzing the protein conjugates, immobilizing the products 
upon a solid support, and subsequently releasing free peptides by electromagnetic radiation; and 
analyzing the resulting peptides by mass spectrometry. However, the invention may also be 
practiced with "linkers" that contain chemical groups which are cleavable by enzymatic or 
thermal reactions, in addition to the "photocleavable" linkers in the present invention; such as 
linkers containing a double-stranded duplex formed by two complementary strands of nucleic 
acid (a thermally-labile linker), or P-lactamase-sensitive P-lactam analogs (an enzymatically- 
labile linker). See, e.g., U.S. Patent No. 6,852,544 B2, at col. 10, lines 17-32. Group I and 
Group VI therefore represent separate and distinct inventions for which restriction is 
appropriate. 

Group n and Group HI are related as photocleavable compounds of general formula A 
_L-PR-AAL- AL- PRG and A- L- PR- AL-AAL -PRO and compounds of the 
general formula 




. The scope of 



photocleavable inventions encompassed by Group n includes those where the Affinity Group 
("A") could be, for example, glutathione, maltose, or an oligohistidine, any of which have 
diverse chemical structures and properties as compared with the biotin derivatives described by 
the claim limitations in Group HI. Group n and Group HI therefore represent separate and 
distinct inventions for which restriction is appropriate. 
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Group n and Group IV are related as photocleavable compounds of general formula A 
- L - PR - AAL - AL - PRG andA-L-PR-AL - AAL - PRG and a process of preparing 
the intermediate product Biotin - L - PR - AL (as depicted in Claim 31), and the intermediate 
product Biotin - L - PR - AL - AAL (as depicted in Claim 32). However, the scope of Group 
n encompasses chemical compounds which are different from either of the two intermediate 
products produced by the process in Group IV. Group n and Group IV therefore represent 
separate, distinct inventions for which restriction is appropriate. 

Group n and Group V are related as photocleavable compounds of general formula A - 
L - PR - AAL - AL - PRG andA-L-PR-AL - AAL - PRG and a process of preparing the 
intermediate product Biotin - L - PR - AAL (as depicted in Claim 40), and the intermediate 
product Biotin - L - PR - AAL - AL (as depicted in Claim 41). However, the scope of Group 
n encompasses chemical compounds which are different from either of the two intermediate 
products produced by the process in Group V; the two Groups are therefore separate and distinct 
inventions for which restriction is appropriate. 

Group n and Group VI are related as products and a process for using the products. 
The inventions can be shown to be distinct if either or both of the following can be shown: (1) 
the process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h). In the instant case, Group n represents photocleavable compounds 
ofgeneralformula A-L-PR-AAL-AL-PRGand A-L-PR-AL-AAL-PRG, and 
Group VI represents a process of preparing a population of "protein-photocleavable compound 
conjugates" from a mixture of proteins and photocleavable compounds; a process of preparing 
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"peptide photocleavable conjugates" by proteolyzing the protein conjugates, immobilizing the 
products upon a solid support, and subsequently releasing free peptides by electromagnetic 
radiation; and analyzing the resulting peptides by mass spectrometry. However, the invention of 
Group VI may also be practiced with different compound which have "linkers" containing 
chemical groups which are cleavable by enzymatic or thermal reactions, in addition to the 
"photocleavable" linkers in the present invention, such as linkers containing a double-stranded 
duplex formed by two complementary strands of nucleic acid (a thermally-labile linker), or P- 
lactamase-sensitive P-lactam analogs (an enzymatically-labile linker). See, e.g., U.S. Patent No. 
6,852,544 B2, at col. 10, lines 17 - 32. Group n and Group VI therefore represent separate and 
distinct inventions for which restriction is appropriate. 

Group ni and Group IV are related as compounds of the general formula 

R 




and a process 



of preparing the intermediate product Biotin - L - PR - AL (as depicted in Claim 31), and the 
intermediate product Biotin - L - PR - AL - AAL (as depicted in Claim 32). The products of 
Group in all contain a Protein Reactive Group ("PRG"), which is not present in the products of 
the process in Group IV, and the products of the two inventions are chemically different from 
each other. Group m and Group IV therefore represent separate and distinct inventions for 
which restriction is appropriate. 
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Group ni and Group V are related as compounds of the general formula 

HN"— CH— C — !-NH-(CH^-NH-PRO 

r o : 

H o and a process 

of preparing the intermediate product Biotin - L - PR - AAL (as depicted in Claim 40), and the 
intermediate product Biotin - L - PR - AAL - AL (as depicted in Claim 41). The products of 
Group ni all contain a Protein Reactive Group ("PRG"), which is not present in the products of 
the process in Group V, and the products of the two inventions are chemically different from 
each other. Group in and Group V therefore represent separate and distinct inventions for 
which restriction is appropriate. 

Group ni and Group VI are related as products and a process for using the products. 
The inventions can be shown to be distinct if either or both of the following can be shown: (1) 
the process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h). In the instant case, Group HI represents compounds of the general 




O^^HN-CH— J — j-NH-l 



R 

I : 

— - — (CH^-NH-FRQ 



formula ^ ho ^ and 

Group VI represents a process of preparing a population of "protein-photocleavable compound 
conjugates" from a mixture of proteins and photocleavable compounds; a process of preparing 
"peptide photocleavable conjugates" by proteolyzing the protein conjugates, immobilizing the 
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products upon a solid support, and subsequently releasing free peptides by electromagnetic 
radiation; and analyzing the resulting peptides by mass spectrometry. However, as noted before, 
the invention of Group VI may also be practiced with "linkers" that contain chemical groups 
which are cleavable by enzymatic or thermal reactions, in addition to the "photocleavable" 
linkers in the present invention; for example, linkers containing a double-stranded duplex formed 
by two complementary strands of nucleic acid (a thermally-labile linker), or P-lactamase- 
sensitive P-lactam analogs (an enzymatically-labile linker). See, e.g., U.S. Patent No. 6,852,544 
B2, at col. 10, lines 17-32. Group HI and Group VT therefore represent separate and distinct 
inventions for which restriction is appropriate. 

Group IV and Group V are related as a process of preparing the intermediate product 
Biotin - L - PR - AL (as depicted in Claim 31) and the intermediate product Biotin - L - PR - 
AL - AAL (as depicted in Claim 32), and a process of preparing the intermediate product Biotin 

- L - PR - AAL (as depicted in Claim 40) and the intermediate product Biotin - L - PR - AAL 

- AL (as depicted in Claim 41). The process of Group IV, however, reacts PC-Biotin-NHS 
with a "diamine" to create its "first product," while the process of Group V uses a "diamine" 
reagent for the first time to create its "second product." The two processes of Group IV and 
Group V have different steps and intermediate products, and represent separate, distinct 
inventions for which restriction is appropriate. 

Group IV and Group VI are related as a process of preparing the intermediate product 
Biotin - L - PR - AL (as depicted in Claim 31), and the intermediate product Biotin - L - PR - 
AL - AAL (as depicted in Claim 32) and a process of preparing a population of "protein- 
photocleavable compound conjugates" from a mixture of proteins and photocleavable 
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compounds; a process of preparing "peptide photocleavable conjugates" by proteolyzing the 
protein conjugates, immobilizing the products upon a solid support, and subsequently releasing 
free peptides by electromagnetic radiation; and analyzing the resulting peptides by mass 
spectrometry. The process of Group VI results in production of free "peptides," which are 
different products than those products produced by the invention of Group IV. Group IV and 
Group VI thus represent separate and distinct inventions for which restriction is appropriate. 

Group V and Group VI are related as a process of preparing the intermediate product 
Biotin - L - PR - AAL (as depicted in Claim 40), and the intermediate product Biotin - L - PR 
- AAL - AL (as depicted in Claim 41) and a process of preparing a population of "protein- 
photocleavable compound conjugates" from a mixture of proteins and photocleavable 
compounds; a process of preparing "peptide photocleavable conjugates" by proteolyzing the 
protein conjugates, immobilizing the products upon a solid support, and subsequently releasing 
free peptides by electromagnetic radiation; and analyzing the resulting peptides by mass 
spectrometry. The process of Group VI results in the production of free "peptides," which are 
different products than those produced by the invention of Group V. Group V and Group VI 
therefore represent separate, distinct inventions for which restriction is appropriate. 

In addition, because of the several classes and subclasses across each of the Groups, and 
the divergent searches of the prior art that would be required for examination of all the 
inventions, a serious burden is imposed upon the examiner to perform a complete search of the 
defined areas. Therefore, for the reasons given above, the restriction set forth is proper, and not 
to restrict would impose a serious burden in the examination of this application. 
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Advisory of Rejoinder 

The examiner has required restriction between product and process claims. Where 
appHcant elects claims directed to the product, and a product claim is subsequently found 
allowable, withdrawn process claims that depend from or otherwise include all the limitations of 
the allowable product claim will be rejoined in accordance with the provisions of MPEP § 
821.04. Process claims that depend from or otherwise include all the limitations of the 
patentable product will be entered as a matter of right if the amendment is presented prior to 
final rejection or allowance, whichever is earlier. Amendments submitted after final rejection 
are governed by 37 CFR 1.116; amendments submitted after allowance are governed by 37 CFR 
1.312. 

In the event of rejoinder, the requirement for restriction between the product claims and 
the rejoined process claims will be withdrawn, and the rejoined process claims will be fijUy 
examined for patentability in accordance with 37 CFR 1.104. Thus, to be allowable, the rejoined 
claims must meet all criteria for patentability including the requirements of 35 U.S.C. 101, 102, 
103, and 1 12. Until an elected product claim is found allowable, an otherwise proper restriction 
requirement between product claims and process claims may be maintained. Withdrawn process 
claims that are not commensurate in scope with an allowed product claim will not be rejoined. 
See "Guidance on Treatment of Product and Process Claims in light of In re Ochiai, In re 
Brouwer and 35 U.S.C. § 103(b)," 1 184 O.G. 86 (March 26, 1996). Additionally, in order to 
retain the right to rejoinder in accordance with the above policy. Applicant is advised that the 
process claims should be amended during prosecution either to maintain dependency on the 
product claims or to otherwise include the limitations of the product claims. Failure to do so 
may result in a loss of the right to rejoinder. Further, note that the prohibition against double 
patenting rejections of 35 U.S.C. 121 does not apply where the restriction requirement is 
withdrawn by the examiner before the patent issues. See MPEP § 804.01. 

During telephone conversations with Thomas Brown, Esq., on May 24 and May 27, 

2005, the above restriction requirements were discussed, but applicant did not elect by 

telephone. 

Applicant is advised that the reply to this requirement to be complete must include an 
election of the Invention to be examined even though the requirement be traversed. 37 C.F.R. 
§1.143. 

Applicant is further advised that a reply to this requirement must identify the specific 



compound that is elected consonant with this requirement, and a listing of all claims readable 
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thereon, including any claims subsequently added. An argument that a claim is allowable or that 
all claims are generic is considered non-responsive unless accompanied by an election. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anthony J. Paviglianiti whose telephone number is (571) 272- 
3107. The examiner can normally be reached on Monday-Friday, 8:30 a.m. - 5:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph K. McKane, may be reached at (571) 272-0699. The FAX phone number 
for the organization where this application or proceeding is assigned is (571) 273-8300. 
Please note that this is a new central FAX number for all official correspondence. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 






Anthony JT £a^g^aniti J<fceph K. McKane 

Patent Examiner Supervisory Patent Examiner 
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